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441-360 

[3^1 33IS 4=S!A| H^m 290-4 302S 

133] KR 

[£S2I S^a^l] KIM.Ae Guk 

750625-2149320 
404-252 

[^^] eis^^Ai m=? ?m2m &^om^ 305-905 

[^] KR 
[flXIl ^SIS »I42S2| 33 Oil 2|» iS, ^§ia J9I60SSI 33 Oil 2| 

ois^ (en cHdiei 
(ei) 

PIMSS] 20 3 29,000 S! 

[3^sae] 10 e 10.000 a 

0 21 OS 
[£)A*8^S] 9 S 397,000 S 

[S31I] 436,000 a 

[g^AHW] 1. fi^AH-SA||AH(£a)_1S 
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o}BK¥^(G3r<to marianus) ^r%% S^r <>13.->M ^^1^ ^2}^ 1l-fr«Hr 3 ■=?-§- 

^ ^ o.of) H]Sfl ^^-§1 -f^th ^% x\3-5L3\-m- M-^^i ^ ^VM^ -¥-^-8- 
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* ^--fr^Tr ^-g- ^^HSi^^ S^#{0RAL MICRO-EMULSION COMPOSITION COMPRISING 
BIPHENYLDIMETHYLDICARBOXYLATE , AND CARDUUS MARIANUS EXTRACT OR SILYBIN ISOLATED THEREFROM} 
[lij-Tgcq ^-fltV -£*] 

<i> ^ a. w] ill^^ Ti)l ^^7>4^^1°1H(BDD), ^ 7>s^^i p>Blo>Y^ SE^ ols. 

^«r, «>ol5l^ #oj ^-i- o|s. # ^ **| a) 

f-o.S.31 o]^g-ol ^ «H3^ ^Vojol^. c^q- #°J ^ £ 

^ 7 fl*ol ^^^1 ji^-sIjl ^o)x%. 
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Al#S.ti>( acyclovir)^- ^ ^H^*)l; ^^^^3.0]^ (corticosteroid), 6- 
^£^(6-mercaptopurine, 6-MP), a>7 r ^-£-^(azathioprine) ^ D- 
^^^^(penicillamine)^ ^ ^-ftsf- ^l^ll ^1 A>-g-£)3i 
<5> jLem, ?>^^ tflJf^ ^4- tr7>^] €£N ^slW 1 ?]: IH^^ ^3 7} 

X| 4^ *]-g-«*fl ^«fl ^*r7] HUM, Sa^-HS- ^7>*1 ^-8-71^ 

* *l"§-*r^r W^*^* fe£r ^Mt 7ltfl^- ^ 

^#*r£ ^1 ^bSr^ BDD ^0. 

Biphenyl-Dimethyl-Dicarboxylate^ ^ Alanine Aminotransferase*] 7^} jL^ofl 

3 ^ tfls o|t«., tfl^fl 3^3^*1, *i|40i9 ^12^1, 1991). nJ-SH, BDD^r £ 

<=>] «9-%MM ^>-§-slJi *#-M«IM BDD^ A><g^^ofl filtb 
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tb, BDD-b ^ 4*^ ^ «v*HI*H ^-^-S-^: 7^ *M 

^licS^^stl^l (alanine aminotransferase) J5UI£|£ 

4. c^v+ a^^fe-, BDD7> a}*^^ Jfo^ p}-fi2] aj-^-ofl u]*)^ ±^7} 
^S^H, H<^1 BDD^r Sfl^ 1 ^, ^1^^^ ^ Wl^-ol^ ^ ^^71^ 

^SM^fe- ^ o.s. JsUlsl&^C^e ^, Biphenyl Dimethyl Dicarboxylate7> A}^^-^ 

5. J=lo^ ig^l-lsH ig-g-ofl Pl^l^ 1992^^ ^lUl^V cfltb^s) ^-Xl^tfl 

<8> o]4) n^, BDD^ «H^ii ^ , D J:^ ^ W^ofl ^«fl ^ 

^ Mf2] ^€ SGPT» *|*M3 o_jl*] °1* €«r-ir *lS.*Hf 

o> SE^r, w\&*f-2i v}x-)°\*r^(Carduus mari'anus) ^^.o] ^<£, -fr^, 

«io> ZLftlM-, BDD^ cfl^fl Pfl-f \+-g-Aj(25 'c^ sj= 3.6 /«g/mt)^uL, S^b 

*o] ^] ^0} 4^ ^-§-«flo> ^ c^o] o^cf. 
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-g-«flS# ^7>a1^ -M^r^r°] *l^-§- W 2/8 M- afl^Kr 

C12> #7] -=-^-gr ^*>7) ^<5><*1 , BDD, ^ 7>s^i t^opf-^ 

^ ^-*Rr, *ls.-§- ^^-§- 

'13> o)is}6\]X\ Dj^ #Afl*l -i^tb^. 

^ BDD», :?M)£^ ^^^H 7fl^jL3l-sq- ^ *Hl5E. s^ofl tfltlr <4l 

« D V ^ M-Bfifl^ ^^ttJ4 tifl^H ^ ^-§-71^ "T" 7> 
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#^ <^*>: 2004/9/2 



cit> (i) *jg^jfr 

ci8> ^6)]^ a>-§-£)^ f^>§«o S H ^\HM3 BDD, 7}-=^ T7>e)6>ipi ^#-§- 

^3.^ -^e|a.^i^(silycristin), ^^tqo>id(silydianin) % ol^BWisosilybin) 
^-fi-th}. <HB» «<H, IVAX(^|S) *fl^8: 42%, *H*]<8- qt^oj-AK^) 33%^ ^e^* 

<i9> (2) ^MS-M 

#bH€«#51#(^-*I. 200 vH*| 600^ 

^K&L^HHC^, 4-11-2-4^-1,3-^^^), H^if-l-Ctranscutol: ^iite] 
* S.^moflBfl = ), #e|S^l-(glycofurol: ^H^M^S^s =^ ^ SeH^M-f- 
oi]Bfls) $ ol^s ti lJE.(^, l,4:3,6-^^MS.S.-2,5-^H-D-^All-) ^o] &_o 

^, **| S^3^1-ol 7># W>^*J*Ml. ^ 5~ ^ £^-#3. 
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«i> (3) 

C24> (i) ^OJ ^.^^ ofl^^^-^S-oq ^ ^^^- > fs]AAlo|lli| 

^p^V-PtC^^: 35llS-i<H(Cremophor) 3E^ HCO, *i|3E:5]A]-: BASF), 
c25> (ii) ^^-AloH^^-^swl.^}^ ofl^]jMf, dfl^- ^ SL± SE^b 2}^, 

^im, SE^r #31^ B€(Tween), ^1S^a>: ICI) , 

'26> (iii) *]W 0 VA> o^EflSfj-, C^ll- S.^ ABllo}HA]- 6\]+t]} 

: *l^(Myrj), *flS5]A}: ICI), 
<27> (iv) ^-a] d\] ^ £Sl 31 ^^K^-#^: #^-5.^(Pluronic), 

^Si|A>: BASF), 

'28> ( v ) #3 ^ a] ^ 31-#^ ^-Al Hi| 31 ^ "AH(Poloxamer), *ll 

S^a>: BASF), 

<29> (vi) rq^-^Ai^Ai^. 5Eb eH-1i ^3£^> 4Bf, 

oo> ( vii ) oj^-fh 

=3i> (viii) H.S.^31 £t- SE^- ^-*1«<RV ofl^EfliMT, ofl-i- s-tg 

^n^€en°lH, =S^31#Bl# ^e^-fell^H, ^.^^-I- oi^Efloy^oiH , 
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^HMMJE, 5.3.^3! eHifaW°l« g:^. ^&)# 840(Miglyol 840, 

^1]2:^a>: Huls)-2-5. Al^JL ^^^-^>S^^r t=H^31s, 

<32> (ix) Hs|#bM12M^ l-s^z]^ Bgi-oii^B^ ti> 

-§- ^"SrCWS: ^(Labrafil M), >i]2:^A>: Gattefosse), 

<33> ( x ) S.hL-, tq- S.^/^-^-^4^ 0 ]^-, *^ ?>=1i/?>==.<i c]- 

^•sl^5l-olc(^^ : <atil#(l mw itor), >flsi)A>: (Huls)), 

<34> (xi) *]«oMV ^31=-^, 1-^ ^(Span)AS. ^l^Jl i 

<35> (xii) iEllf JE^r ZL -R-5L*fl, eQ« #^ #211^11- , JE)^^ 5E^r AlSL^l* ^-o] 

^€31 tiV-g- ^^#<a £IiHlS.X<H S^r HCO, J£tt #el^H^^l-4i 

<37> (4) 

<38> £ ^oflAi A}-g.£]^ .2.^ ^Tfli^^l £ % ^S^jl «^<M -R-S* 

<i9> O.Sfe, <^1» 



36-10 
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<40> (i) ^ *1 ^ ^#^^1^1 = ^-, wf^^Tim ^# *W4k Be1#Bl4^°l^. ^1 

♦ «^ -S-^Otf^: *l#e)^r 812N, ^1Ss|a>: Huls), 

<4i> (ii) 5L±.-, t\- SE^- 2.i^/^ ^ efl. , w].^b:>711^ -a-^l^ £t- Sfe- r}- 

<42> (iii) ^1^4 ^7> £*bM <H1^B11S S^#, 8^1 207fl^ ^1^4 

2^1 37fl^ <^7> <£?h§-^ ofl^s s^-§-, #^ o]>tHS.€ o) 

<43> (iv) 3^ .2.^. *^ ^K-HK -irsm-fr, ^¥-B-( soybean 

oil) SE-Sf- <H-fr(fish oil), 
<44> ( v ) ^j^-fcflf., i^-^^l 5Efe ^F£3r, 

<45> (vi) ^*]«<MHK «}^3*>7fe <q^rs) -S-aJtet s^r 91^. 

¥^ ^fr-§- (^51 SI SE^r -fKESfl) : *7fl^*^^| : t4]^#^>|] : 1 : 1-100 

(0.3-33) : 10-150 : 5-100 : 1 ~ 50, *HJ-*]*}7fl^ 1 : 5-60 (1.7-20): 20-100 : 10-80 : 
5- 205*1 f^wlS. 
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<48> . ^#^1^ M-* Sfl^l ^ HflifMH ^ ^-g-^-S. 

^ ^m^o.S. ^7^1, 4)« M ^£ %*V3J-*H Hl^r 1HM1 J §- 

« 5Hr4. ^o] 2^d#* ^llS^ofl t^sj. 3<g ag-t Stt 

<50> *ll*lH>M 1^ ^^>J17> ?fc= tfl^ ^ 

£, 7j;7l^ Aj-Efl, ^ t^oj:^ ^oiofl ^^l^^V, BDD^ n^-^ 

«l*fl^tH%^7HHJ3MH ^ 7>s^.^ P>^o>ipi ^##^r 1kg # 3 ^fl*l 120 mg ^ 

25 ifl*] 175 mg, w>^*>7fl^- 3 60 mg ^ 25 tfl*l 175 mg°-£. ^-fr^Tr ^¥^^1* 1 
^ 1 tfl*l 33, w>^*>7flfe 1«J 3SW 3^*1 ^t 1 ^* ^ Sfl4. ^M-, 

*>^€ ^4 7_V^$ol ^ #71 ^» 9M4fe tfl*^X| ^8*1*1 

^ fl4. 

<51> o]*} £ t }7] £]*}.aj d)^- #Afl*M) ^*>JI7> $4. z>}7] <£X\ 

<52> -yX|oJ] 1 
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42%)4 ^m^^lSl -f, o}7H 7im#^*fl 

S^i HCO-50 ^ S€ 20, ^.^ nl^-e]^- 812N, ^ ^bH°"IB ^ 5. 

^-^^oflolH, iM+SMl.S.'H °fle^=-^(Erythorbic acid) ^ D-a-S^ll-^r ^7>^H 

«5^5W(*>7| S 1 ^ s^-th ^Afl^l ^ 

^-§-*M ^3 6 J «o^^S. *flS€ 3* A>^>^rf. 

<54> IS. 1] 









120 

(-gem 0 ^ 36) 


BDD 


3 i 




315 


HCO-50 


170 


S« 20 


130 




8 


812N 


12 


e)^e|o)|o]E 


45 




20 




7 



<55> ^X\d\) 2 
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<56> 



Mswati-. 

<57> 2] 
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'1 » fill 1 CI 


60 

(-i^^l 6 ^ 18) 


BDD 


3 




200 


HCO-50 


150 


B-S 20 


100 




8 


812N 


10 


•Him a]*sHo| s 


30 


#^1% S.2n.-*e|<H|o|H 


10 


D-a-£3Jfl|t 


5 



<58> ^X] a}) 3 

<59> §>7l S. 3«\] *fl^Kr -t^AS. *l-g-*M ^"71 -gAH 14 -^^tb 

<60> 
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175 

(-gal Si 0.3.^ 52.5) 


BDD 


3 




460 


HCO-50 


246 


B-S 20 


188 




10 


n|#e]^- 812N 


17 


•HI'S ej^e|oi|o|E 


65 




29 


D- a -£.23*11-1- 


10 



<61> *2X\d\] 4 

<62> §1-7] 5. 4<H1 ^B)-^ ZLd\] Sfl^wRr #7l 13^ 

<63> 
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[3. 4] 









175 

(^e)^]o.^ 52.5) 


BDD 


25 




600 


HCO-50 


220 


20 


1170 


812N 


20 




20 




50 


D-Q-£S5l|» 


10 
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c64> -^^1 ofl 5 

'65> v}7} S. 5*11 l+Ej-Vfi ^1 ^^Rr ^£.5. A>**M ^71 1^4 

c66> 
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# * Ug/*MI) 




120 

(^51^1^.5.^ 36) 


BDD 


3 




310 


HCO-50 


160 




130 


*|#2l-§- 812N 


40 




20 




40 


D- a -£33111- 


6 



<67> >gAH 6 

<68> f>} 7 ] S. 6^1 M-Bf-^l ^*^r ^ ^fl^Kr ^SLS. A}-g-*H <$7) 14 

<69> 
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IS. 6] 



£ 






120 | 
(^e)«lo.^ 36) 


BDD 


7.5 




340 


HCO-50 


180 


S« 20 


150 




9 


n|^e)-i- 812N 


18 




60 




20 


D- a-£3^|f 


10 



=70> a]^|oJ) i: A}<*s}.^-fK£^ #^#^1 tflU i4 

<72> ^ ^H^-£^e] Tfl 4~5 36*} 5} « A>-g-*>^^. ^ 7 flAl^ofl 31 

^ ^M§*H ^^1^ ^ 5^£*I*H 63rSLS- ^*?<*\ ^ 202 d5 g<>l 
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^l^rSS^, l-^S^i A>«5f^» ^H^-fi-<4 50% (v/v) «H 51 

HoflTti 0.75 ml/kg^l -g-^S. l^^ofl 23(^,^0 4# ^f-^rS^h 
<73> ^l^(tfl^)^lfe ^sj-^ ^ J^. ^S^l-S. &&ul, ^12-g-i^ A>^^-^ 

^ ^H^7)l 1kg # BDD 25 mg* 1% (w/v) CMC -§-^°fl ^^1^ is), l^r 

63 ^ ^135-^^ a>^5^^ ^ssf f-*)] ^H<Hl7fl 1 kg ^ 7>s^ 

i p>s)o>^ 175 mg(^e)^l-2.S.Ai 52.5 mg)^r 1% (w/v) CMC -g-<2Hl ^^1^ 1^ 

13, l^lH 63 ^ ^*>S4. »1 45-^11^ a><SSJ-^£l Jf<^<4 tg-^l ^H^lTfl 1kg ^ 

BDD 25 mg ^ ?r^^ nf^o}^ 175 mg^: 1% (w/v) CMC -§-<^H «^]^ 1<S 

13, 1^«H 63 ^ ^^\^. ^15^1^ ^3.^ ^MoflTll ^Al<^ 3^1 

4^ ^1^11- afl^ 1 kg ^ BDD 3 mg ^ 7}=^ pj-S]o>if-^ 175 mg^l SjS.^- 1^ 

13, 1^«H 63 ^ ^M^rS^. ^165-^ ^ *li^-§-* ^M^l ^ ^1- 

<74> ^=#^^1- 4^# *l^*r * *1^M^ m^^- ^ a><^3.^(CC1 4 )S. 

ALKAlanine aminotransferase, GPT) ^ AST(Aspartate aminotransferase, GOT) ^S^V 

<75> 



36-19 



:75> J^»0073462 



Q*}- 2004/9/2 



IS 7] 



¥ Mr H 


ALT*(SF U/ml) 




tH^nMI ^ ALT * 

S.S\ U]-2r (ft) 




150.2:86.0 


6 


100 


*1]2S(BDD) 


137.7dl9.5 


6 


91.7 




129.8i0.1 


6 


86.4 


^]45-(BDD+^e|^i) 


90.1d7.3 


6 


59.9 


>1]55-(^a]o)| 3) 


| 50.3d8.4 


6 


33.5 


*|6-S(«|*ltM*) 


30.5d5.8 


6 




*: ALT ^ESj 


*1 d&^W 



<76> [S. 8] 



* ^ 


AST*(SF U/ml) 


^ (Bfe|j 


tH£*H « AST * 
5=3 «1* (ft) 


^ll5(tHs-g-) 


171.5^1.9 


6 


100 


*)]2-£(BDD) 


163.3^.5 


6 


95.2 


^I3^(^el«j) 


158.6d8.6 


6 


92.4 


^|4^(BDD+^^^) 


112.1d6.1 


6 


65.4 


*l|5*(<UA|<m 3) 


80.1d8.5 


6 


46.7 


^|65-(w|*le)5-) 


66.2^5.3 


6 




*: AST ^E.^ iJ|**ld&W*h 
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<77> #7] s. 7 5? 83.^3, %^-Sr«y BDD ^ ^e)^* zjzj- ^=-0.5. ^°\Kt ™fl(*l)2S- SE 
tt *H35-)iLt} M ^"SHf ^^-(^45- S^f *H550, A>^^4iS. -fi-3E^ ALT ^ AST 
21 3*fl«Hr -M-7} 2-3tifl o]^- <£ ^ ^1, ^<*fl tcj-s., #7] 2 

BDD ^ ^el^l* MC^KS)* JS-tf BDD# 3*1 A>-g-(3 mg/kg)^^l 

£ Ir^l-JL ALT £ AST ^s-S.St\ <qz\]-t°} €^ #7]-^ 5!—^- iL<>} ^*fl *fl ^-§-<>l -f 

<80> 304^1 ♦ 64^^ 57fl^ 5£S q-Y^- »1^«>^ 14 ^-S-S 55 

^13^1^ A>^J^& ^] ^^711 -*JaH lofl^ 1«J l^^^fl 6 
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<82> o)^ 4^# * ^^§- *]A>*1^ 1^ £^ 3^^(0014)3. 

ALT ^ AST ^^^31, n *>7l 19^ 10^1 uj-^ifl^cV. 

<83> [s 9] 



# a 


ALT*(SF U/ml) 




cH«- ALT 
Bl# (ft) 




130.8A0.0 


6 


100 


^]25(^A]oj| 2) | 


82.5d8.6 


6 


63.1 


*te(*U)6i| 1) 


63.2d6.5 


6 


48.3 


*)|4*(*U| <=•)) 3) 


65.4^.5 


6 


50.0 




30.6J4.3 


6 




*: ALT -fe-S-S) 





? 84> [5. 10] 



* * * 


AST*(SF U/ml) 




tU^oll tH^ AST 

«]-§: (ft) 


*Hl$(tfl2:^) 


213.7dl9.5 


6 


100 


^|2S(^a]o|| 2) 


133.3d8.7 


6 


62.4 


*)|3*(<|JAH| 1) 


119.9dl0.3 


6 


56.1 


^|4^(^A)^| 3) 


109.8d5.9 


6 


51.4 




78.7:6.3 


6 




*: AST dSM*h 
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<85> I 9 ^ 10°.£->M, A^s^^s. <frS.& ALT 9? AST ^*fl^8r JfoJ 

*\}*\) ^ BDD $ *>E|oPr^ -g-^o] f7l-t^ £ ^^1 

*11 *)1 ♦ ^*>al BDD^ 7>s.^-^ p>e)o}^ -§-^=b]7> 1:40 <>1#°1 sjig 

ALT g AST ^1^1 €■ #3-7> ^ 5^. 

<86> A]^^] 3: 6flE}iL\i(dl-ethionine)--fr3E€ ^llJ-^HI tfltb Jl^ 

<87> °HE]-2-\d-fKE€ tfl^r £ ^oj] ^-g- *)l*i|<i] :?MH<£| ^&ofl tfl 

<88> A]^ofl 13}- ifj-ig 6. S 6^ ^l^j- t|.c. > o.^- dflEj^. 

2% (w/v) ^-£7> 4Js) -&]<8*M| ^S^lTfl 200 mg/kg^ -g-^S. l^lH 23 

^■^1 ^B^Tfl 31 1kg ^ BDD 25 mg^r 1% (w/v) CMC -g-«3H 3^*1*1 1^ 13 , l^rlH 5s) 
^ Jf-o^c^. *||3iM|fe oflBl^id ^ ^H<Hl7fl *|)# 1 kg # ^ d Hf 

^ 175 mg^ 1% (w/v) CMC -8-«H i«g 13 , l^ofl 5 s| ^ ^-c^^rf. 

alH^l^f <>j)tq.2.id ^S^lTfl 31^ 1kg ^ BDD 25 mg ^ 7>s-^ p>^o>^ ^ 

## 175 mg^- 1% (w/v) CMC -§-^1 wfl^ 1^ 13J , 1^<1H 53 ^=f- ^^tf. 

^l55-oll^ ^l^^Lvi W ^moflTfl ^d}] 1 kg # BDD 3 mg 
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^ 9}^.^ p>^o>^ 175 mg^l £)3E^r lU 13, l^^^l 53 ^ ^o^}^. 

<90> oj^Vo) ^l-^-o^ *IH^ tf*. ^el ^<*^5. 

^ ^fl^t!- *H 4«fl^ ^H^l Sl-ft ^r#^ (pH 7.5)^- ^JL P>4fl*M 5"^^ (homogenate) 
.2-5. t>*5a^. °1» ^^(600 g, 10*)«H ^ ^ ^1^^- ^ 

, «>1* 2*r -€^^(10,000 g, 20*)*M *1Je.€-E.5M 3*r 
(10,000 g, l*m)*H ^ ^°A^r r}-. o)6\x\ , o] -gL^* <>l-g-*H 

^ # ^-E. ^ HBl#el^eM = (triglyceride) ^*>^L. ^ *r 

7l a 11 g 12<>fl q-^tfl^c).. 

oi> [a id 



* # 


(mg/g) 




*1* (») 


^|l*(tH2:S) ! 


24.1dl.4 


6 


100 


*H2?(BDD) 


22.0^.9 


6 


91.3 




21.3d3.5 


6 


88.4 


^|4S(BDD+^elHl) 


20.3d2.9 


6 


84.2 


^|55-(^A]oii 3) 


18.7d3.7 


6 


77.6 


*l|6$(H|*lal-£) 


17.2:8.7 


6 
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<92> is. 12] 



# ^ 


- — e **n m " i — 

(mg/g) 


(°>e)) 






13.9^.5 


6 


100 


*|2^(BDD) 


10.1d9.5 


6 


72.7 




9.7:6.5 


6 


69.8 


^|45(BDD+-^e)^l) 


9.0^.2 


6 


64.7 


*|5*<dAM 3) 


7.5d0.1 


6 


54.0 


*»6S(*|*|iS|-st) 


5.5:10.5 


6 









<93> #7] S 11 ^ 125.^, «r^^«o] BDD ^ ^ 'S^AS ^ig- ^(^25- 

^1, * ttTH *hE- ( *7l 27}^i 4°)asl^^ <$ns. s.^}^ ¥<^*> 

^ ^(^^H^r, BDD ^ nfl i±tj. BDD 

<94> A]^6fl 4: ofl^^-fr;^ ^l^^l tfltb Sr-S-S^ -g-^ 1 ! *}M. Jl4 
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^B^Tfl 2<*lH 2)1*11 * 1<£ 13), l^^^l 53 ^ WtSlrtiL^. 

^*>5i^-. ^U^oflfe ^1 ^H^l7fl ^li 3^1^i 1^ 13?, 1 

53} ^ ^^S*}. *)l5^8r ^ ^l^^lr^r ^M*}*1 ^ 

^12^, ^135- ^ ^45-^)>H ^ *fl*fl-£r ^B-^l Sfl^ 1 kg ^ *H*H 1?1H «fl^} 

<98> o]^ of^Lo^ 1^ x^t!: ^l^i 3<>1]^^- I^AS. ^H^l #ifl # #511^6)1 

<99> 
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13. 13] 



& ^ ? 


-3- all >~ Ell S-* 

(mg/g) 


As — ■ 1 1 V 


^-£3} Ul-ft (ft) 




26.4:12.5 


6 


100 


2)|25-(^H] 2) 


21.2A.8 


6 


80.3 


*H3?(-*UM1 1) 


20.2J1.7 


6 


76.5 


*I|4S(-&M<4| 3) 


19.8d2.4 


6 


75 ; 


^|55-(H|^el5") 


17.7d2.2 


6 







loo i& 14] 



%• * ^ 


(mg/g) 




ol= «!■§:(%) 


^|l*(cJ|2:-5-) 


14. 0:10. 7 


6 


100 


*|2*(^a|o|] 2) 


10.6:10.5 


6 


75.7 


^|3^(^AH] i) 


10.0^.2 


6 : 


71.4 


*|4«(*Heq 3) 


8.9d9.4 


6 : 


63.6 


^|55-(a|^^5") 


5.5d0.5 


6 




*: E.ej-i-e|^)e)-o]H. -^hs] W*l :i^^ 5 a*^ 
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oi> #7] S. 13 ^ 143.^-B], ^ ^ H^^e1^1^1= ^ 

* °J: ^ sra. 



L02> Al^^ 5 : ^ 

ios> al^l^ullcl^^olE ^ »m *W 

*>7l £. 15*fl M-B}-^ £o| BDD ^ ^3^0] ti ]^.(^^ 7l ^) S yfl^ Z}- 

*1^*HS 20 ^fl*l 25 ICR31 A lO^^lTfl 1 kg # 0.1 g, 0.2 g, 0.5 

g, 1 g ^ 2 g^ <&SL3, ^ ¥^tb ^ 1^ M *M-^ *1*># 

# H ^» S 15^1 q-^^cf. 

104> 
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° 4> lwW073462 



2004/9/2 



13. 15] 





0.1 g 


0.2 g 


0.5 g 


1 g 


2 g 


LD 50 
(g/kg) 


) 


(%) 


(n>e) 
) 


(%) 


) 


*l*l"§r 
(%) 


) 


(%) 


) 


(%) 


BDD:SLM 
1:1 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


> 2 


BDD:SLM 
1:10 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


> 2 


BDD:SLM 
1:20 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


> 2 


BDD:SLM 
1:40 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


> 2 


BDD:SLM 
1:58 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


> 2 



.06> x\q<$ 6 : °l-§-^ «l^-§- 
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073462 #3 ^^>: 2004/9/2 



.07> £ ^ofl rcj.^. ^.g. 48*]*^** Hl^7HV7l 41 ol-§-tb 3^ 

*1H ^2:^ a^^ji, tflS^lS.^ ti] ^ \|cH fi^ ?r^H3 511 °1 H 25 mg ^ ^r^^r 

3<>rnr^ 175 mg* ;«« A>-g-§>^^-. 

08> ^ ^ 3] -g-^ ^S(*fl^ 250 g, 14-15^ )♦ 3*fl# 5*>e^ ^H-*r£ 

*H^f£- ^ o^, 48^1^1; o]Aj- ^^Al^l Jf. Al^ofl A>-§-^O.^ f ^ 

AlAjofl^ ^-o. ^o.^ ^ ^Tfl is}%^. ^ 1kg ^ til^^tq^^Cl^^^olH 

25 mg ^ ^>s^^ n>e)o>ipi: ^#-§- 175 mg(^e)^i ^.3*] 58 mg) tsfl^e^S. S>o} a1^^]^1 

^ # £ * o.5*m, i*m, i.5Ai?i, 4^m, 8*m g 24*m°i % 

-09> BDD^I ^£ ^-§-4 ^l*r£i=r. 

.10 iQo ^ofl p)]^ 200 fd% 7}f;}JL ^ ^LU^S! 1 ^. °1 3,000 rpm<^H 

10S-# €^£el*r^I 0.22 m ^4^1^ ^, LC-MS1- °l-§-*H 4^-4 

II ^» *>7l it 16<H1 v+^-ifl5a4. 
-n> Waters MS C18(2.1>450 mm with guard column) 

• 12> 50% tifl^-S- 

• 13> ^^-B-^: 10 (A 
.14> o.2 M/^r 
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ii5> SIR mode m/z: 441.2(Na adduct) 

H6> IS. 16] 





AUC'i (nghr/mfl) 


Cax^ (ng/mt) 




^A|c^| 4 


4935.7:513.8 


1198.5^11.5 


0.5:8.0 




311.8dll5.5 


29.7:8.3 


2.6:4.7 ; 


*1 : ^^F- 
*2 : ^cfl 
*3 : aqtfl 


24:*\lVy\x]2\ « BDD ^S. 
BDD ^-S. 

BDD ^514HS) Al^V 





«a^>: 2004/9/2 



.17> atb, ^5l«l^ 1^ ^-SL ^4 ^Al^satj.. 

.18> tfl^s^^ 50 ^(Pfl^ -g-^n 1 q-^vl 2.0 //g ^-fr), 0.5 M 2^i|Ef 

-g-^(pH 5.0) 900 fii, ^ jL^i-g-^ ( p -#-f-^-3.q 13.48^ /^^-Bj-^Ml 4.5^^) 0.5 
M -§-^(pH 5.0)) 100 fd% 500 frt*\) 7}t>}JL 5-g- ^37 X^H 4 

#-§-*l^. °}7H 1 M It^rH-H-f- -g-^(pH 8.5) 1.5 m£# 7>^-JL 105- 

9} ^, ^#-§- B flS^ <MS. 5 m ^ 7>*>ul 15^- ^ °1 ^r-§-^* 

2,000 rpm*IM 10^r# ^4J*^«- 4- 4.2 MS ^«fl 30 £ €^ 7lfi-€HH ^ ^ 

*>534. ^€ ^#<^1 250 fd^r 7>«H * JL# 3.S.^S.ZLSfl5£) 

(HPLC)« ^Al*>^o.^ f o] &q<q A>-g-^ HPLC t^g-jq- £t|.. 

19> ^ - o]u-]H^(Inertsil) 0DS2(5 /an, 4.6 x 250 ram) 

20> o]^^- - ofl^Ebi- : 10 mM ^^H^dbM-B-f- = 50 : 50 (v/v) 3. pH 3.0 2:^) 
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<£x\: 2004/9/2 



> ^SJI? - 50 M 

> -B-^ - 1.0 m£/^r 

> ^# - 285 nm 

t> oinfl, -gsm^ #%=^r cl^^l^^(diasteremer) °1^*H 14 

^l^sa*.^, =l ^4* *>7l 5. 17<*fl 
5> [jE 17] 





AUC* 1 (ng- hr/M) 


C^** {ag/ml) 






115.3J9.8 


43.1d6.7 


O.8d0.3 




8.9:6.3 


2.3i.l 


l.ldO.2 


*2 : s|cfl 1^ ^e]^l 

*3 : 2}tfl « ^^'fl Al^V 





BDD^ 15«fl ol#. ^*J^ 10*11 el-* #7>€ **M*** iWfl* ^ 
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1] 

#> t£- ols«^ ^*J(silybin) H^r =L2] -frSafl! ******! **«**: - 

iWfe, *ls.-§- ^t 1 * "Was.* 1 ^ s*#. 

2] 

* i ** xsm-m. 

*l**tl**i3**Mol5 : ?}^^ ^°Pfi : ****** • ***** • A 

ojc. j . 1-100 : 10 ~i50 : 5-100 : 1 ~ 50^ ^*}£- £^*Rr 3* ^ 

3] 

* 1 *M 

«iWWW^M«|o|H : €3* 53? 3^1 -frSJfl = ****** = ***** : ^ 

* 1 : 0.3-33 : 10-150 : 5-100 : 1 ~ 50^ W*13. S**Rr ^3-°-5- ^ 

* i ** sa°i^. 

******7> H^it2]f, #3* ^#3*. = 3.** *H2.VM5. 

S^-^(transcutol), #el2**(glycofurol) . £ ***3. 
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073462 

5] 

[^t 1 * 6] 

****** €S S* **«*3**l ^ «**H*«- 

-Sisul*-**** *&*s, M*x|*«« *ijn* *&*s, fEl^ioiiiM^^l^ 

« *^w*«-*3**ma** ti*****^ 

*m a**. 2-^- at *M*tf *&*s. €<3 «*HM 

±v *3**« *^<m s*^-4^* a * s -^~- ^~ * 

^ 5l^/*)-^mw°}^, &s«i* *i*# *^*s, bh=- ^ - 

* 6 sa^-H, 

*****?> *« 4i***3**i *3**H*a- 

^«m-^i^> *&*a « o 1# ^ ^%s. o]^& 3.^0-3.^ ***** ^ «^ 

8] 

* 1 ^1 
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liBlle ^ HL^r .2.^, ^P&^r, "ir^, 

MJt 1 * 9] 

xi 8 ^1 sa<H^, 

3. S}^ 
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